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What is claimed is: 



1. A compound of the following formula I, or an enantiomer, 
diastereomer, salt or metabolite thereof: 

5 







R 102 






R101 


-x 


0 2 




H 





wherein: 
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A K L M 

' 9 9 ~ 




R 2 is hydrogen, halogen, -CHO, alkyl, haloalkyl, (cycloalkyl)alkyl, alkenyl, 
5 alkynyl, alkoxyalkyl, haloalkoxyalkyl, alkoxy, aryloxy alkoxyalkoxy, 

cyano, hydroxy, hydroxyalkyl, nitro, -CH(OR 13 )(OR ]4 ), -(CH 2 ) w Y; 
with the proviso that when Rj is B, R 2 is not hydrogen, halogen, 
alkyl, haloalkyl, alkoxy, hydroxyalkyl, nitro, -(CH 2 ) w NR 19 R 20 or 
-NHS0 2 R 22 ; 
10 R 3 is heteroaryl; 

R 4 and R 5 are each independently alkyl, hydroxyalkyl, cycloalkyl, hydroxy 
substituted cycloalkyl, alkoxyalkyl, or hydroxy substituted 
alkoxyalkyl, or R 4 and R 5 together form a cyclobutyl, cyclopentyl, 
cyclohexyl, tetrahydrofuranyl or tetrahydropyranyl ring which may 
15 be optionally substituted with one or more hydroxy groups; 

R 6 is alkyl, hydroxyalkyl, haloalkyl, hydroxy substituted haloalkyl, 
cycloalkyl, hydroxy substituted cycloalkyl, (cycloalkyl)alkyl, 
hydroxy substituted (cycloalkyD(alkyl), aralkyl, alkoxy, hydroxy 
substituted alkoxy, alkoxyalkyl, hydroxy substituted alkoxyalkyl, or 
20 -NR 16 R 17 ; 

-268- 



WO 01/44239 PCT/USOO/33730 

R, is -(CH^-CO^, -(CH 2 ) w -(C=0)NR 16 R 17 , -(CH 2 ) W -NR 15 (C=0)NR 16 R 17 , 
-(dy.-CH.OH, -(CH 2 ) w -(C=0)R 15 , tetrazolyl, oxadiazolyl or 
triazolyl wherein said tetrazolyl, oxadiazolyl or triazolyl may 
optionally be substituted with hydrogen, alkyl, hydroxy or halogen; 
5 R 8 , R 9> R 9a , R 10 and R 12 are each independently hydrogen, halogen, alkyl, 
hydroxyalkyl, cycloalkyl, (cycloalkyl)alkyl, aryl, heteroaryl, 
arylalkyl, alkylthioalkyl, alkoxy or alkoxyalkyl, or and R 9a 
together with the carbon atom to which they are bonded form a 
cycloalkyl ring; 

10 R n and R lla are each independently hydrogen, alkoxy, or together form a 
carbonyl; 

R 13 and R 14 are alkyl or together form a five to six-membered ring; 
R 15 , R 16 and R 17 are independently hydrogen, alkyl, hydroxyalkyl, 

cycloalkyl, (cycloalkyl)alkyl, alkoxyalkyl, aralkyl, heterocycloalkyl, 
15 aryl, heteroaryl or -(CH 2 ) w Q, or R 16 and R 17 may together form a four 

to six-membered heterocyclic ring; 
n is 1 or 2; 
w is 0, 1, or 2; 

Y is heteroaryl, -COOH, -COOR 18 , -CONR 19 R 20 -NR 19 R 20 , -NR^-OR,,, 
20 -NR 21 (C=0)R 22 , -NR 21 (C=O)NR l9 R 20 , -N(R 19 )-(alk)-NR 21 (C=0)R 22 , 

-NR 21 (C=0)OR 18 , -NR^SO^, -SO.R^, R or S; 




Ris O 
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Sis O 



Ris> Ri9> ^2o> an d R22 aTe eac h independently hydrogen, alkyl, haloalkyl, 
alkoxyalkyl, cycloalkyl, alkenyl, alkynyl, aryl, aralkyl, heteroaryl, 
or R 19 and may together form a four to seven-membered 



R M and R 24 are each independently hydrogen, alkyl or cycloalkyl, or may 
together form a three to seven membered cycloalkyl ring; 



x is 2, 3 or 4; 

10 R^, Rjg and R^ are each independently hydrogen, alkyl or cycloalkyl, or R^ 
and R 27 may together form a three to seven-membered cycloalkyl 
ring; 

Rioi> Rio2> ^103? an( i I*io4 are eac h independently hydrogen, halogen, -CHO, 
alkyl, haloalkyl, (cycloalkyl)alkyl, alkenyl, alkynyl, alkoxyalkyl, 
15 haloalkoxy alkyl, alkoxy, alkoxyalkoxy, cyano, hydroxy, 

hydroxyalkyl, nitro, -CH(OR 13 )(OR 14 ), or-(CH 2 ) w Y; 
wherein said rings; aryl alone or as part of another group; or 
heteroaryl alone or as part of another group may each optionally be 
substituted by one or more hydrogen, halogen, cyano, alkyl, hydroxyalkyl, 
20 alkoxy, nitro or trifluoromethyl groups; 



5 



heterocyclic ring; 




provided that when RjisA said compound is other than 




S-NH-tpyridyl) 
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2. A compound of claim 1, wherein R 3 is isoxazol-5-yl or isoxazol-3- 
yl independently substituted with two substituents independently selected 
from alkyl or halogen. 



3. A compound of claim 2, wherein Rj is 



4. A compound of claim 3, wherein R^, is alkyl, haloalkyl, 
alkoxyalkyl or haloalkoxyalkyl and R 101 , R 102 , R 103 , R 104 are each 

10 independently hydrogen, halogen, or alkyl. 

5. A compound of claim 3, wherein R^ is -CH^Y. 

6. A compound of claim 5, wherein Y is Q. 




15 7. A compound of claim 2, wherein Rj is ^ 

8. A compound of claim 7, wherein R 2 is alkyl, haloalkyl, 
alkoxyalkyl or haloalkoxyalkyl and R 10I , R 102 , R 103 , R 104 are each 
independently hydrogen, halogen, or alkyl. 

20 

9. A compound of claim 7, wherein R 2 is -CI^Y. 

10. A compound of claim 9, wherein Y is Q. 
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11. A compound of claim 2, wherein R, is £ 

12. A compound of claim 11, wherein R 2 is alkyl, haloalkyl, 
alkoxyalkyl or haloalkoxyalkyl and R 101 , R 102 , R 103 , R 104 are each 

5 independently hydrogen, halogen, or alkyl. 

13. A compound of claim 11, wherein R 2 is -CI^Y. 

14. A compound of claim 13, wherein Y is Q. 

10 

15. A compound of claim 1, wherein R 2 is alkoxyalkyl alkyl, 
haloalkyl or haloalkoxyalkyl 

16. A compound of claim 15, wherein R 3 is isoxazol-5-yl or isoxazol- 
15 3-yl independently substituted with two substituents selected from alkyl 

or halogen. 

17. A compound of claim 1, wherein R 2 is -CH 2 Y. 

20 18. A compound of claim 17, wherein R 3 is isoxazol-5-yl or isoxazol- 

3-yl independently substituted with two substituents selected from alkyl 
or halogen. 

19. A compound of claim 17, wherein Y is Q. 

25 

20. A compound of claim 19, wherein R 3 is isoxazol-5-yl or isoxazol- 
3-yl independently substituted with two substituents selected from alkyl 
or halogen. 
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21. A compound of claim 1, wherein said compound is selected from 
N,4-Diethyl-l-[[2-[[(4,5-dimethyl-3-isoxazolyl)amino]sulfonyl-2- 
methyll [1,1 -biphenyl]-4-yllmethyl]-2-propyl- 1 H-intidazole-5-carboxamide; 

H[2-[[(4,5-dimethyl-3-iso^ 
yl]methyl]-4-ethyl-N-( 1 -methylethyl)-2-propyl- lH-imidazole-5-carboxamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-2-ethoxymethyl-4-[[(6^thyl-3-methoxy-2^ 
methyl-4-pyricttnyl)oxy]methyl] [1,1 -biphenyl]-2-sulfonamide; 

4 , -[(5-Acetyl-4-ethyl-2-propylimidazol-l-yl)methyl]-N-(4,5-dimethyl- 
S-isoxazolyD^'-methyltl^^biphenyll^-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4 r -[[(6-ethyl.3-methoxy-2-methyl-4- 
pyridinyl)oxy]methyl]-2-propyl [l,l'-biphenyl]-2-sulfonamide; 

and salts, enantiomers, diasteriomers and metabolites thereof. 

15 22. A compound of claim 1, wherein said compound is selected from 

N^-Diethyl-l-I^'-ttO^-dimethyl-S-isoxazolyDaminolsulfonyl^- 
methyl][l,l'-biphenyl]-4-yl]methyl]-2-propyl-lH-imidazole-5-carboxamide; 

l-[[2 , -[[(3,4-dimethy^5-isoxazolyl)amino]sulfonyl-2-methyl][l,l , - 
biphenyl]-4-yl]methyl]-4-ethyl-N-(l-methylethyl)-2-propyl-lH-imidazole-5- 
20 carboxamide; 

N-O^-Dimethyl-S-isoxazolyD^^ethoxymethyl^'-tlCe-ethyl-S- 
methoxy-2-methyl-4-pyridinyl)oxy]methyl] [l,l'-biphenyl]-2-sulfonamide; 

4 , -[(5-Acetyl-4-ethyl-2-propylimidazol-l-yl)methyl]-N-(3,4-dimethyl- 
S-isoxazolyD^'-methyUl^'-biphenylJ^-sulfonamide; 
25 N-(3,4-Dimethyl-5-isoxazolyl)-4-[[(6-ethyl-3-methoxy-2-methyl-4- 
pyridinyl)oxy]methyl]-2 -propyl [1,1 -biphenyl]-2-sulfonamide; 

(S)-2-[N42 , -[[N-(5-Methyl-3-isoxazolyl)amino]sulfonyl][l,l^ 
biphenyl] -4-yl]methyl] -N-( l-oxopentyl)amino] -3 ,N-dimethylbutanamide; 

(S)-2-[N42W[N-(4-Bromo-5-me^ 
30 biphenyl]-4-yl]methyl]-N-(l-oxopentyl)amino]-3,N-dimethylbutanamide; 

4'-[(2-Ethylquinolin-4-yl)oxymethyl]-N-(5-methylisoxazol-3-yl) 
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[l,r-biphenyl]-2-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4Jnon-l-en-3-yl)methyl]-N-(4- 
bromo-5-methyl-3-isoxazolyl)-2 , -[(3,3-dimethyl-2-oxo-l- 
pyrrolidinyDmethylllljl'-biphenyU^-sulfonamide; 
5 N-[[4-[(2-Butyl-4-oxo-l,3-diazaspiroW^^^ 
[[(4,5-dimethyl-3-isoxazolyl)amino]sulfo^ 
methyl-2-pyrazinecarboxamide; 

N4[2 , 4[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l , -biphenyl]-4- 
yl]methyl]-N-(l-oxopentyl)-L-valine; 
10 4 , -[(2-Butyl-4^oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-2 , -cyano- 
N-(4,5-dimethyl-3-isoxazolyl)[l,l , -biphenyl]-2-sulfonamide; 

(S)-N-[[2 , -[[(4,5-Dimethyl.3-isoxazolyl)amino]sulfonyl][^,l , . 
biphenyl] -4-yl] methyl] -N-( 1 -piperidinyDcarbonyl] propyl] pen tanamide ; 

and salts, enantiomers, diasteriomers and metabolites thereof. 

15 

23. A method for the treatment of an endothelin-dependent or 
angiotensin II-dependent disorder (such as hypertension, pulmonary 
hypertension, primary pulmonary hypertension, low renin hypertension, 
male erectile dysfunction, male or female sexual dysfunction, heart 

20 failure, atherosclerosis, restenosis, endotoxemia, inhibition of cell growth, 
cancer, migraine, asthma, ischemia, subarachnoid hemorrhage, benign 
prostatic hypertrophy, renal glomerular or mesangial cell disorders, acute 
or chronic renal failure, chronic obstructive pulmonary disease, pain 
associated with prostate cancer, organ damage associated with the cell 

25 poliferative effects of endothelin, general morbidity and mortality 
associated with endothelin-dependent or angiotensin II-depedendent 
disorders, diabetic nephropathy, and dementia), comprising the step of 
administering to a subject in need thereof an amount effective therefor of 
at least one compound of claim 1. 

30 
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24. A pharmaceutical composition for the treatment of an 
endothelin-dependent or angiotensin Independent disorder, comprising a 
pharmaceutically acceptable vehicle or diluent and at least one compound 
of claim 1 in an amount effective therefor. 

5 

25. A compound of claim 1, wherein said compound is selected from the 
group consisting of: 

N-(4,5-Dimethyl-3-isoxazolyl)-4-[[(6-ethyl-3-methoxy-2-methyl-4- 
pyridi nyl)oxy] methyl]-2 ' -ethyl [1,1 '-biphenyl] -2-sulfonamide; 
10 N-(3,4-Dimethyl-5-isoxazolyl)-4-[[(6>ethyl-3-methoxy-2-methyl-4- 
pyridinyl)oxy]methyl]-2' -ethyl [1,1 '-biphenyll-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4-[[(3-methoxy-2-methyl-6-propyl-4- 
pyridinyl)oxy]methyl]-2' -ethyl [1,1 -biphenyl]-2-suIfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4 , -[[(3-methoxy-2-methyl-6-propyl-4- 
15 pyridinyDoxy] methyl] -2'-ethyl [l,l , -biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4-[[(3-methoxy-2-methyl-6-propyl-4- 
pyridinyl)oxy]methyl]-2'-(ethoxymethyl) [l,l'-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-methoxy-2-methyl-6-propyl-4- 
pyridinyOoxylmethyll^'-Cethoxymethyl) [1,1 -biphenyl] -2-sulfonamide; 
20 N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(3-methoxy-2-methyl-6-propyl-4- 
pyridiny^oxylmethyl]^' -propyl [1,1 '-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-methoxy-2-methyl-6-propyi-4- 
pyridinyl)oxy]methyl]-2'-propyl [l,l'-biphenyl]-2-sulfonamide; 

N-C^S-Dimethyl-S-isoxazolyO^'-ItCS-ethoxy-e-ethyl^-methyM- 
25 pyridinyl)oxy]methyl]-2'-ethyl [l,r-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4 , -[[(3-ethoxy-6-ethyl-2-methyl-4- 
pyridinyDoxy] methyl] -2 , -ethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(3-ethoxy-6-ethyl-2-methyl-4- 
pyridinyDoxy] methyl] -2'-ethoxymethyl [l,l'-biphenyl] -2-sulfonamide; 
30 N-(3,4-Dimethyl-5-isoxazolyl)-4 , -[[(3-ethoxy-6-ethyl-2-methyl-4- 
pyridinyl)oxy]methyl]-2'-ethoxymethyl [l,l'-biphenyl] -2-sulfonamide; 
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N-(4,5-Dimethyl-3-isoxazolyl)-4M[(3-ethoxy-6-ethyl-2-methyl-4- 
pyridinyDoxy] methyl] -2'-propyl [l.l'-biphenyl] -2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-ethoxy-6-ethyl-2-methyl-4- 
pyridinyDoxy] methyl] -2'-propyl [l,l'-biphenyl]-2-sulfonamide; 
5 N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
pyridinyDoxy] methyl] -2'-ethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
pyridinyl)oxy]methyl]-2'-ethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
10 pyridinyl)oxy] methyl] -2'-ethoxymethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
pyridinyDoxy] methyl] -2'-ethoxymethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
pyridiny Doxy] methyl] -2'-propyl [1,1-biphenyl] -2-sulfonamide; 
15 N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(3-ethoxy-2-methyl-6-propyl-4- 
pyridinyI)oxy]methyl] -2'-propyl [1, l'-biphenyl] -2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
pyridinyl)oxy]methyl]-2'-ethyl [l,l'-biphenyl]-2-sulfonaniide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
20 pyridinyl)oxy]methyl]-2'-ethyl [l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
pyridinyl)oxy]methyl]-2'-ethoxymethyi [l,l'-biphenyl] -2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
pyridinyl)oxy]methyl]-2'-ethoxymethyl [l > l'-biphenyl]-2-sulfonamide; 
25 N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
pyridinyl)oxy]methyl]-2'-propyl [l,l'-biphenyl]-2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(2,6-dimethyl-3-ethoxy-4- 
pyridinyl)oxy]methyl]-2'-propyl [l,l'-biphenyl]-2-sulfonamide; 

and salts, enantiomers, diasteriomers and metabolites thereof. 
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26. A compound of formula LXX, or an enantiomer, diastereomer, salt or 
metabolite thereof 




5 wherein R 2 , Riou R102, R103, Ri<m are as defined in claim 1; 

R 3 is isoxazol-5-yl or isoxazol-3-yl independently substituted with two 

substituents selected from alkyl or halogen; and 
R x is any group such that the resulting compound demonstrates affinity 
(ICJ for both the AT t receptor and ET A receptor of less than 5 
10 micromolar at both receptors. 



28. A compound of claim 27, wherein R 2 is alkyl, haloalkyl, 
alkoxyalkyl or haloalkoxyalkyl and R 101 , R 102 , R 103 , R 104 are each 
15 independently hydrogen, halogen, or alkyl. 



31. A crystalline form of 4 -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en- 
3>yl)methyl]-N-(4,5-dimethyl-3-isoxazolyl)-2'-(ethoxymethyl) [1,1 '-biphenyl]-2- 
sulfonamide having a melting point of about 148°C. 




27. A compound of claim 2, wherein R, is 



29. A compound of claim 27, wherein R 2 is -CH 2 Y. 



30. A compound of claim 29, wherein Y is Q. 
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32. A compound of claim 1 selected from 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3 , -chloro- 
N^^-dimethyl-S-isoxazolyD-S-methoxytlJ^biphenyll^-sulfonamide; 
5 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]»N-(4,5- 
dimethyl-S-isoxazolyD-S'-fluoro^-methoxyll^'-biphenyll^-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5 , -chloro- 
N^^-dimethyl-S-isoxazolyD^'-fluoro^-methoxytl^'-biphenyl]^- 
sulfonamide; 

10 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3 , -chloro- 
N-(4,5-dimethyl-3-isoxazolyl)-4-methoxy[l,l , -biphenyl]-2-sulfonamide; 

4'- [(2-Butyl-4-oxo- 1 ,3-diazaspiro [4.4] non- l-en-3 -yDmethyl] -N-(4,5- 
dimethyl-S-isoxazolyD^-methoxyll^^biphenyll^-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
15 dimethyl-S-isoxazolylJ^'-CethoxymethyD^-methoxytl^'-biphenyl]^- 
sulfonamide; 

^^^-Butyl^-oxo-l^-diazaspiroW.^non-l-en-S-yDmethyll-N^^- 
dimethyl-S-isoxazolyD-S'-fluoro-S-methoxyfl^'-biphenyll^-sulfonamide; 

4'- [(2-Butyl-4-oxo- 1 , 3-diazaspiro [4.4] non- l-en-3-yl)me thyl] -5'-chloro- 
20 N^^-dimethyl^'isoxazolyD^'-fluoro-S-methoxyfl^^biphenyl]^- 
sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-S-isoxazolyD-S-methoxytl^'-bipheny^^-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
25 dimethyl-S-isoxazolyD^'-CethoxymethyD-S-methoxytl^'-biphenyl]^- 
sulfonamide; 

4 > -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-S-isoxazolyD-S'-fluoro^^-dimethoxytl^'-biphenyl]^- 
sulfonamide; 
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4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5'-chloro- 
N^.S-dimethyl-S-isoxazolyD^'-fluoro^.S-dimethoxyfl.l'-biphenyl]^- 
sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3'-chloro- 
5 N-(4,5-dimethyl-3-isoxazolyl)-4,5-dimethoxy[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-3-isoxazolyl)-4,5-dimethoxy[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-S-isoxazolyD^'^ethoxymethyD^.S-dimethoxytl.l'-biphenyl]^- 
10 sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5'-chloro- 
N-(4,5-dimethyl-3-isoxazolyl)-2'-fluoro[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3'-chloro- 
N-(4,5-dimethyl-3-isoxazolyl)[l,l'-biphenyl]-2-sulfonamide; 
15 4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-3-isoxazolyl)-4-methoxy-3'-methyl[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-3-isoxazolyl)-3'-fluoro-4-methoxy[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4 ( 5- 
20 dimethyl-S-isoxazolyD-S'-methyUl.l'-biphenyll^-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-3-isoxazolyl)-5-fluoro[l,l'-biphenyl]-2-sulfonamide; 

N 2 -(Cyclopropylcarbonyl)-N 2 -[[2'-[[(4,5-dimethyl-3- 
isoxazolyl)amino]sulfonyl] [l,l'-biphenyl] -4-yl] methyl] -N-methyl-L- 
25 valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N,3-dimethyl-N 2 -(l-oxobutyl)-L-valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N-methyl-N 2 -(2-methyl-l-oxopropyl)-L-valinamide; 
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N 4 -(Cyclopentylcarbonyl)-N 2 -[[2 , -[[(4 ) 5-dimethyl-3- 
isoxazolyDamino] sulfonyl] [1 , l'-biphenyl] -4-yl] methyl] -N-methyl-L- 
valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl]-3-fluoro[l,l'- 
5 biphenyl] -4-yl]methyl]-N-methyl-N 2 -(l-oxobutyl)-L-valinamide; 

^-[^'-[^.S-Dimethyl-S-isoxazolyDaminolsulfonylJll.l'-biphenyl]^ 
yl]methyl]-N-(l-methylethyl)-N 2 -(l-oxobutyl)-L-valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l , -biphenyl]-4 
yl] methyl] -N-(2-methoxyethyl)-N 2 -( l-oxobutyl)-L-valinamide; 

N-(Cyclopropylmethyl)-N 2 -[[2 , -[[(4,5-dimethyl-3- 
isoxazolyDamino] sulfonyl] [1 , l'-biphenyl]-4-yl]methyl] -N 2 -( l-oxobutyl)-L- 
valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4 
yl]methyl]-N 2 -(l-oxobutyl)-N-(3-pyridinyl)-L-valinamide; 

N 2 -[t2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4 
yl]methyl]-N-methyl-N 2 -(l-oxopentyl)-L-valinamide; 

N-Methyl-N 2 -[[2'-[[(5-methyl-3-isoxazolyl)amino]sulfonyl][l,l'- 
biphenyl]-4-yl]methyl]-N 2 -(l-oxopentyl)-L-valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl] methyl] -N-ethyl-N 2 -(l-oxobutyl)-L-valinamide; 

N 2 -[[2'-[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl]-5 , -fluoro[l,l'- 
biphenyl]-4-yl]methyl]-N-methyl-N 2 -(l-oxobutyl)-L-valinamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(2,6-dimethyl-3-methoxy-4- 
pyridinyl)oxy]methyl][l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[[(2,6-dimethyl-3-methoxy-4- 
pyridinyDoxylmethylJ-S'-fluoroll.l'-biphenylJ^-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-4'-[(l,4,5,6,7,8-hexahydro-8-oxo-2- 
propyl-l-cycloheptimidazolyl)methyl][l,l'-biphenyl]-2-sulfonamide; 

N-(4,5-Dimethyl-3-isoxazolyl)-3 , .fluoro.4'-[(l,4,5,6,7,8-hexahydro-8- 
oxo-2-propyl-l-cycloheptimidazolyl)methyl][l,l'-biphenyl]-2-sulfonamide; 
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N-(4,5-Dimethyl-3-isoxazolyl)^^ 
oxo-2-propyl-l-cycloheptimidazolyl)met^ 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(4,5- 
dimethyl-3-isoxazolyl)-2Mhydroxymet^ 
5 N-[[2 > -[[(4,5-Dimethyl-3-isoxazolyl)amino]sulfonyl]-2- 
(ethoxymethyDH^'-biphenyll^-yllmethyll-l-Kl- 
oxopentyl)amino]cyclopentanamide; 

and salts, enantiomers, diasteriomers and metabolites thereof 

10 33. A compound of claim 1 selected from 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3 , -chloro- 
N-O^-dimethyl-S-isoxazolyD-S-methoxylljl'-biphenyll^-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD-S'-fluoro^-methoxytl^'-biphenyll^-sulfonamide; 
15 4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5 , -chloro- 
N-O^-dimethyl-S-isoxazolyD^^fluoro^-methoxyfl^^biphenyl]^- 
sulfonamide; 

4 , 4(2-Butyl-4-oxo-l,3«diazaspiro[4.4]non-l-en-3-yl)methyl]-3 , -chloro- 
N-CS^-dimethyl-S-isoxazolyD^-methoxytl^'-biphenyll^-sulfonamide; 
20 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD^-methoxytl^'-biphenyll^-sulfonamide; 

4 , -[(2«Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD^'-CethoxymethyD^-methoxytl^'-biphenyl]^- 
sulfonamide; 

25 4 > -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD-S'-fluoro-S-methoxyfljl'-biphenylJ^-sulfonamide; 

4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5 , -chloro- 
N-CS^-dimethyl-S-isoxazolyD^'-fluoro-S-methoxyll^'-biphenyl]^- 
sulfonamide; 

30 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD-S-methoxyfl^'-biphenylJ^-sulfonamide; 
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4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD^'-CethoxymethyD-S-methoxyfl.l'-biphenyl]^- 
sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
5 dimethyl-5-isoxazolyl)-3'-fluoro-4,5-dimethoxy(l,l'-biphenyl]-2- 
sulfonamide; 

4'-l(2-Butyl-4-oxo-l,3-diazaspiro[4.41non-l-en-3-yl)methyl]-5'-chloro- 
N-(3 ,4-dimethy l-5-isoxazolyl)-2'-fluoro-4,5-dimethoxy [1 , l'-biphenyl] -2- 
sulfonamide; 

10 4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3'-chloro- 
N-(3,4-dimethyl-5-isoxazolyl)-4,5-dimethoxy[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD^^-dimethoxyll.l'-biphenyll^-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
15 dimethyl-S-isoxazolyD^MethoxymethyD^.S-dimethoxytl.l'-biphenyl]^- 
sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-5 > -chloro- 
N-(3,4-dimethyl-5-isoxazolyl)-2'.fluoro[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-3'-chloro- 
20 N-(3 ,4-dimethyl-5-isoxazolyl) [1, l'-biphenyl] -2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-5-isoxazolyl)-4-methoxy-3'-methyl[l,l'-biphenyl]-2-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-5-isoxazolyl)-3'-fluoro-4-methoxy[l,l'-biphenyl)-2-sulfonamide; 
25 4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD-S'-methylll.l'-biphenyll^-sulfonamide; 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-5-isoxazolyl)-5-fluoro[l,l'-biphenyl]-2-sulfonamide; 

N 2 -(Cyclopropylcarbonyl)-N 2 -[[2'-[[(3,4-dimethyl-5- 

30 isoxazolyDaminojsulfonylJd^'-biphenylJ^-yDmethylJ-N-methyl-L- 
valinamide; 
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N 2 -[[2'-[[(3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl][l,l , -biphenyl]-4- 
yl]methyl]-N,3-dimethyl-N 2 -(l-oxobutyl)-L-valinamide; 

^-[[^-[[O^-Dimethyl-S-isoxazolyDaminoJsulfony^tl.l'-biphenyl]^- 
yl]methyl]-N-methyl-N 2 -(2-methyl-l-oxopropyl)-L-valinamide; 
5 N 2 -(Cyclopentylcarbonyl)-N 2 -[[2'-[[(3,4-dimethyl-5- 

isoxazolyl)amino] sulfonyl] [1 , l'-biphenyl] -4-yl]methyl] -N-methyl-L- 
valinamide; 

N 2 -[[2'-[[(3,4-dimethyl-5-isoxazolyl)amino]sulfonyl]-3-fluoro[l,l'- 
biphenyl]-4-yl]methyl]-N-methyl-N 2 -(l-oxobutyl)-L-valinamide; 
10 N 2 -[[2'-[[(3,4-dimethyl-5-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N-(l-methylethyl)-N 2 -(l-oxobutyl)-L-valinamide; 

N 2 -[[2'-[[(3,4-dimethyl-5-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N-(2-methoxyethyl)-N 2 -(l-oxobutyl)-L-valinamide; 
N-(Cyclopropylmethyl)-N 2 -[[2'-[[(3,4-dimethyl-5- 
1 5 isoxazolyDamino] sulfonyl] [1 , l'-biphenyl] -4-yl] methyl] -N 2 -( l-oxobutyl)-L- 
valinamide; 

N 2 -[[2'-[[(3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N 2 -(l-oxobutyl)-N-(3-pyridinyl)-L-valinamide; 

^-[^'-[[(S^-Dimethyl-S-isoxazolyDaminoJsulfonylltl.l'-biphenyl]^- 
20 yl]methyl]-N-methyl-N 2 -(l-oxopentyl)-L-valinamide; 

N-Methyl-N 2 -[t2'-[[(3-methyl-5-isoxazolyl)amino]sulfonyl][l,l'- 
biphenyl] -4-yl] methyl] -N 2 -(l-oxopentyl)-L-valinamide; 

N 2 -[[2 , -[[(3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl][l,l'-biphenyl]-4- 
yl]methyl]-N-ethyl-N 2 -(l-oxobutyl)-L-valinamide; 
25 N 2 -[[2'-[[(3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl]-5'-fluoro[l,l'- 
biphenyl]-4-yl]methyl]-N-methyl-N 2 -(l-oxobutyl)-L-valinamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(2,6-dimethyl-3-methoxy-4- 
pyridinyl)oxy]methyl] [1, l'-biphenyl] -2-sulfonamide; 

N-(3,4-Dimethyl-5-isoxazolyl)-4'-[[(2,6-dimethyl-3-methoxy-4- 
30 pyridinyl)oxy]methyl]-3'-fluoro[l,l'-biphenyl]-2-sulfonamide; 



-283- 



WO 01/44239 



PCT/US00/33730 



N-(3,4-Dimethyl-5-isoxazolylM 
propyl-l-cycloheptimidazolyl)methyl][l^^ 

N-(3,4-Dimethyl-54soxa 
oxo-2-propyl-l-cycloheptimidazolyl)methylH^ 
5 N-(3 > 4-Dimethyl.5-isoxazolyl)-5-fluoro-4 , .[(l,4,5,6,7,8-hexahydro-8- 
oxo-2-propyl-l-cycloheptimidazolyl)methylHl,l^ 

4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3-yl)methyl]-N-(3,4- 
dimethyl-S-isoxazolyD^^hydroxymethyDIl^'-biphenyll^-sulfonamide; 

N-[t2 , -[[(3,4-Dimethyl-5-isoxazolyl)amino]sulfonyl]-2- 
10 (ethoxymethyDtia'-biphenyll^-yllmethyll-l-Kl- 
oxopentyl)amino]cyclopentanamide; 

and salts, enantiomers, diasteriomers and metabolites thereof. 

34. The compound 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3- 
15 yl)methyl]-N-(4,5-dimethyl-3-isoxazolyl)-2 , -(2-fluoroethoxymethyl) [1,1'- 

biphenyl]-2-sulfonamide or a salt, enantiomer, diasteriomer or metabolite 
thereof. 

35. The compound 4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l-en-3- 
20 yl)methyl]-N-(4,5-dimethyl-3-isoxazolyl)-2 , -propyl [l,l'-biphenyl]-2- 

sulfonamide or a salt, enantiomer, diasteriomer or metabolite thereof. 

36. The compound N-(4,5-Dimethyl-3-isoxazolyl)-2'-ethoxymethyl- 
4'- [ [(3-methoxy-2 ,6-dimethyl-4-pyridinyl)oxy] methyl] [1 , l'-biphenyl] -2- 

25 sulfonamide or a salt, enantiomer, diasteriomer or metabolite thereof. 

37. The compound N-(4,5-Dimethyl-3-isoxazolyl)-2 -[(2- 
fluoroethoxy)methyl]-4 -[[(3-methoxy-2,6-dimethyl-4-pyridinyl)oxy]methyl] [1,1- 
biphenyl]-2-sulfonamide or a salt, enantiomer, diasteriomer or metabolite thereof. 

30 
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38. The compound N-(4,5-Dimethyl-3-isoxazolyl)-4 , -[[(3-methoxy- 
2,6-dimethyl-4-pyridinyl)oxy]methyl]-2 , -propyl [l,r-t>iphenyl]-2- 
sulfonamide or a salt, enantiomer, diasteriomer or metabolite thereof. 



39. A compound of claim 2, where in Rj is B 

40. A compound of claim 39, wherein R 2 is hydrogen, alkyl, 
haloalkyl, alkoxyalkyl or haloalkoxyalkyl and R I01 , R 102 , R 103 , R 104 are each 
independently hydrogen, halogen, or alkyl. 

41. A compound of claim 39 wherein R 2 is -CH 2 Y. 

42. A compound of claim 41, wherein Y is Q. 

43. A compound of claim 1 wherein R 3 is other than pyridyl when R, 

is A. 

44. The pharmaceutical composition of claim 46 further 
comprising at least one ACE inhibitor (such as captopril, zofenopril, 
fosinopril, ceranapril, alacepril, enalapril, delapril, pentopril, 
quinapril, ramipril, or lisinopril), vasopepsidase inhibitor (such as 
omapatrilat or gemopatrilat), HMG CoA reductase inhibitor ( such as 
pravastatin, lovastatin, atorvastatin, simvastatin, NK-104 or ZD- 
4522), anti-platelet agent (such as clopidigrel, ticlopidine, CS-747 or 
aspirin), anti-diabetic agent (such as biguanides or 
biguanide/glyburide combinations), beta-adrenergic agent (such as 
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carvedilol or metoprolol), or mineralocorticoid receptor antagonist (such as 
spironolactone or eplerenone). 



45. The compound (+)»4 , -[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l- 
5 en-3-yl)methyl]-N-(4,5-dim^ [1,1'- 

biphenyl]-2-sulfonamide or metabolites and salts thereof. 

46. The compound (-)-4'-[(2-Butyl-4-oxo-l,3-diazaspiro[4.4]non-l- 
en-3-yl)methyl]-N-(4,5-dimethyl-3-isoxazolyl)-2-(ethoxyinethyl) [1,1*- 

10 biphenyl]-2-sulfonamide or metabolites and salts thereof. 
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